Background--The "obesity paradox" reflects an observed relationship between obesity and decreased morbidity and mortality, suggesting improved health outcomes for obese individuals. Studies examining the relationship between high body mass index (BMI) and adverse outcomes after cardiac surgery have reported conflicting results.
O besity is a risk factor for premature death due to cardiovascular disease and cancer. [1] [2] [3] [4] An "obesity paradox" has been described, 5 which reflects a relationship between obesity, compared with normal weight, and decreased mortality. It refers to counter-intuitive epidemiological evidence suggesting improved health outcomes for obese individuals in a variety of clinical situations. 1 This paradoxical association has been demonstrated in diabetes, end-stage renal disease, hypertension, heart failure, established coronary artery disease (CAD) and peripheral arterial disease. 2, 6, 7 Studies examining the relationship between obesity and adverse outcomes following cardiac surgery have reported conflicting results. For example, underweight and morbidly obese patients were shown to require longer postoperative ventilation than moderately obese patients. [8] [9] [10] Recent studies demonstrate that obesity affects coronary artery bypass graft surgery (CABG) patients in an advantageous or neutral manner, 7, 11 but are at odds with prior studies which suggest a higher mortality and morbidity in obese patients compared with normal weight patients following CABG. 3 Our group previously demonstrated that obesity is a risk factor for failure of "fast track" extubation following CABG. 8 However, most of these studies have small samples and short-term follow-up. Given these limitations, we designed the current study to investigate the relationship between body mass index (BMI) and mortality and other outcomes following cardiac surgery, in a large sample with long-term follow-up, using administrative datasets housed at the Institute for Clinical Evaluative Sciences (ICES) in Ontario, Canada. We sought to determine if BMI is a predictor in determining outcomes following cardiac surgery.
World Health Organization (WHO) and Health Canada guidelines. [12] [13] [14] The following comorbidities were assessed for presence within 1 year prior to index date: diabetes, smoking history (current or ever smoked), peripheral vascular disease (PVD), chronic obstructive pulmonary disease (COPD), dialysis within 1 year prior to surgery, cerebrovascular disease (CVD), congestive heart failure (CHF, from CIHI), hypertension, elective or emergent surgery, creatinine. Within 30 days prior to surgery, the following cardiac characteristics were captured: ejection fraction, prior MI, left main coronary disease, and previous CABG at date of surgery. At index date, the cardiac characteristics were number of grafts, off-pump surgery, and type of operation. The Elixhauser index, a measurement score that includes 30 co-existing conditions, was used to account for baseline comorbidities that are predictive of long-term mortality.
15,16
Outcome Definition
From index date to date of discharge, outcomes of interest were surgery type, total length of stay (LOS) in hospital, LOS excluding Alternative Level of Care-LOS, surgery duration, reoperation, time in intensive care unit (ICU), postoperative creatinine, blood transfusion, dialysis, stroke, MI, and death at discharge during hospital admission, and transfusion of blood products. Post-discharge outcomes collected included readmission rates within 60 days of discharge, dialysis, stroke, and MI within 60 days and 1 year of discharge, and mortality at 30 days, 1 and 5 years.
Statistical Analysis
Mean and standard deviation (SD) were used for continuous variables, and categorical variables were expressed as percentages. To detect differences between the BMI groups, ANOVA was used, and Mann-Kendall trend test was used to test significant differences in BMI over time. Five-year mortality was compared using bivariate analyses, and Cox multivariate regression analysis to investigate multiple confounders on the relationship between BMI and patient mortality, providing hazard ratios and 95% confidence intervals (CI). Age, gender, diabetes, smoking history, PVD, COPD, dialysis, hypertension, serum creatinine, CVD, CHF, Elixhauser index, surgery type, LOS, reoperation, blood transfusion, stroke in hospital, MI in hospital, dialysis within 1 year, stroke within 1 year, MI within 1 year, ejection fraction, prior MI, elective or emergent surgery, left main coronary disease, previous CABG, and BMI were included in the model. For missing values, analyses were conducted adjusting the denominator. SAS software (version 9.3, Statistical Analysis System Institute) was used for statistical analyses, with P<0.05 considered significant.
Results
The study population consisted of 78 762 patients. Tables 1  through 3 show preoperative characteristics and postoperative outcomes. Where specific values were not available for all study years, total sample size analyzed is indicated.
Baseline Characteristics Table 1 lists baseline characteristics of the BMI groups. Twenty-two percent of the patients were classified as normal Where data are missing, total n is indicated in the variable cell. weight (N=17 162), with 44% overweight (N=34 597), 23% obese (N=18 147), 10% morbidly obese (N=7628), and 2% underweight (N=1228). Underweight patients were the oldest (meanAESD: 68AE11), constituted the largest number of females (41%), had the highest rates of PVD, COPD, dialysis, CVD, CHF, left ventricular grades 3 or 4, and left main coronary disease, creatinine. The morbidly obese group was the youngest, and experienced the highest rates of diabetes and hypertension. Although more obese/morbidly obese patients had any smoking history, more underweight patients were current smokers at the time of surgery, compared with normal weight patients. There was no difference in mean serum creatinine, but a significant difference in creatinine concentration >180 lmol/L. The median number of bypass grafts for all BMI groups was 3; and 3.5% of patients had offpump surgery, with the underweight group having the most at 5.6%. There was an overall statistical difference between BMI groups in all baseline characteristics, except for mean serum creatinine and prior MI.
In-Hospital Clinical Outcomes Table 2 presents outcomes from index (surgery) date to date of discharge. Ninety-one percent of patients had CABG only and 9% combined surgery. The underweight group had the greatest hospital LOS, reoperation rates, ICU hours, dialysis, MI, and blood (red cell, platelet) transfusion, and number of deaths. The morbidly obese group experienced the longest surgery duration. The difference between BMI groups in postoperative serum creatinine and stroke was non-significant. Table 3 shows post-discharge outcomes with an overall statistical difference between BMI groups for all events, except stroke within 1 year of discharge. The underweight group experienced the highest rates of surgery readmission, MI, and mortality. In the bivariate analysis, BMI significantly influenced survival when each of the above variables were factored into the model, with reference to the normal weight group for all variables, except PVD, CVD, MI in hospital for morbidly obese group. For example, adjusting for age (eg, underweight comprised the oldest BMI group), BMI independently influenced mortality (hazard ratio for underweight group 1.62, CI 1.48 to 1.79). Even when adjusting for co-morbidities (Elixhauser index), BMI still affected mortality (hazard ratio for underweight group 1.39, CI 1.26 to 1.53). Similarly, considering the morbidly obese group was youngest, BMI still independently affected mortality.
BMI Trend by Year and Mortality
Using multivariate analysis, the reverse J-curve relationship between BMI and mortality was confirmed (Figure 3) . Underweight patients had a significantly higher risk of death (hazard ratio, 1.35, 95% CI, 1.23 to 1.49) compared with patients with normal weight, as did morbidly obese patients (hazard ratio, 1.12, 95% CI, 1.06 to 1.19). There was a survival advantage in the overweight group, and no difference in the obese group, compared with normal weight. The Elixhauser index was highly predictive of mortality, such that for each 1 point increase, there was a 22% increase in mortality rate. Age also impacted mortality, such that for every year of increase in age, the chance of death increased by 6%, taking BMI and all other factors relating to survival into account. However, BMI had an independent influence on mortality when adjusting for both age and risk score.
Discussion
Obesity is a well-recognized risk factor for the development of cardiovascular disease, and patients with high BMI are highly represented among the population presenting for cardiac surgery (77% of the total in the current study). However, we have confirmed, using a cohort study with large administrative datasets and 5-year follow-up for survival analysis and mean follow-up of 7.8 years (AE4 years) that overweight and obese patients who undergo cardiac surgery have a survival advantage over underweight, normal weight, and morbidly obese patients. A reverse J-shaped relationship was found relating BMI with mortality, such that BMI independently predicted survival when multiple confounders were considered. At times of illness and stress, excess adiposity may confer an advantage. 17 Low BMI individuals may not have the reserve to tolerate the effects of weight loss as readily as obese individuals, potentially contributing towards high mortality. 18, 19 The improved survival of obese patients could be attributed to high metabolic reserves and body fat. 20, 21 This may be due to an increase in secretion of amino acids and dipokines, a decrease in the levels of B-type natriuretic peptide and in oxidative stress and inflammation. 22 Potential moderators of the relationship between obesity and mortality may include hormones and cytokines. 20, 21, 23, 24 It can be argued that the observed reverse J-shaped relationship in our study can be due to reverse causation, since the underweight group could have been malnourished or cachectic and were older, with a high prevalence of comorbidities. [25] [26] [27] In order to adjust for important confounders, obesity could be considered as a time-varying exposure to account for changes in weight status over the lifespan. 28, 29 However, no substantial change in mortality risk has been shown when excluding patients who had a history of cancer, or who died within the first 4 years of follow-up. [30] [31] [32] In the current study, bivariate and multivariate analyses demonstrated that effect modification due to age had an impact on results; however, when adjusting for age, there was still a significant relationship between BMI and mortality. Our findings may also be due to lead-time bias, since patients with high BMI tend to be treated sooner. 23, 33 This study demonstrated the lowest survival following cardiac surgery in the underweight group. As low BMI could represent a surrogate for serious underlying illness, we attributed a well-validated co-morbidity index to all patients. The Elixhauser index was developed on administrative data from California, and is designed to be used with large data sets. 15, 16, 34 The index includes 30 co-existing conditions using International Statistical Classification of Disease codes ICD-9 and ICD-10. Its performance has been shown in a recent systematic review to provide the best fit among various co-morbidity indices, especially when estimating mortality beyond 30 days. 35 Unsurprisingly, the Elixhauser index was highest in the underweight and morbidly obese groups. When including the Elixhauser index in our bivariate and multivariate models, low BMI remained the most significant independent predictor of mortality. Our results correspond with findings that have examined BMI and mortality, in that moderate obesity provides a protective effect in patients who undergo cardiac surgery 20, 21, 23, [36] [37] [38] and the general population. 1, 39 However, Certain studies with relatively small sample sizes and short follow-up 45, 46 found no significant association between nonmorbid obesity and mortality for CABG patients. Benedetto et al retrospectively studied 13 963 patients over 5 years and found that, using propensity score matching, obesity did not contribute towards operative mortality, but was related to a decrease in late survival in patients undergoing CABG. 41 However, their analysis was not statistically significant because of the small number of morbidly obese patients (N=211).
Other studies with follow-up longer than 3 years 12,47 found similar patterns, with a reverse J-or U-shaped relationship between BMI and mortality. Gurm et al found a curvilinear relationship between BMI and 5-year mortality, with higher risk of death associated with BMI extremes in patients who had undergone CABG (N=1526). 12 Sarno et al investigated the impact of BMI on 7427 patients who had been treated by percutaneous coronary intervention (PCI), assessing 5-year mortality. 37 They found that the "obesity paradox" observed could have been due to a large proportion of elderly patients in the normal BMI group. However, as in our study, obese patients had a higher rate of risk factors compared with the normal BMI group. In contrast, morbidly obese patients were the youngest, constituted the largest group of smokers, and had the highest rates of diabetes. Also congruent with our findings, Hastie et al examined 4880 patients who had undergone PCI for CAD over 5 years, and observed a Ushaped relationship between BMI and mortality, with the highest mortality risk for the underweight group. 23 Similarly,
Birkmeyer et al found that obesity was not associated with increased mortality (N=11 101 CABG patients) over 4 years. The main strengths of our study are the large sample, allowing for robust analyses among BMI categories (particularly underweight and morbidly obese patients), and the long follow-up (5 years). In addition, numerous potential confounding variables were adjusted for, revealing results that were attributable to BMI alone. In particular, although the baseline risk index differed between BMI groups, when this was factored into multivariate analysis, the difference in mortality attributed to BMI was independent of baseline risk index. Limitations include using retrospective data, determination of all-cause mortality only, lack of inclusion of ethnicity, and lack of data related to fitness or weight change before surgery. Additionally, a possible confounding relationship of socioeconomic status with BMI has yet to be studied in this population.
48
The importance of our findings lies in risk assessment of patients presenting for cardiac surgery and the allocation of resources. Moderate obesity cannot be presumed to predict complications after surgery, whereas underweight and normal weight patients (aggregate BMI <25) may consume additional health care resources. The economic effect of these findings remains to be studied. The validity of BMI as an accurate adiposity measure has been questioned, given muscle mass decline with age, 49, 50 as it does not account for body composition or the location of adipose tissue. [51] [52] [53] Nevertheless, several studies have shown that the obesity paradox exists with any measure of adiposity. 24, 51, [54] [55] [56] The definition of the BMI categories in the current study are closely based on WHO and Health Canada guidelines (with the exception of "underweight" being considered as BMI <18.5 in these guidelines). 13, 14 These definitions reflect relative levels of risk to health. 14 Following the results of this and other studies confirming an obesity paradox in various clinical situations, we suggest that traditional BMI categorization may need to be revisited. In summary, although obesity is a well-recognized risk factor for cardiovascular disease, overweight and moderately obese patients showed improved outcomes following CABG and CABG/AVR with respect to patients with "normal" BMI. As outcomes were significantly worse for morbidly obese and underweight patients, focus should be placed on these populations in risk assessment, preparation, and resource allocation prior to cardiac surgery.
